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Before we start with IRIS 


e Тһе most common ЕСС finding in the setting of a 
pulmonary embolism is sinus tachycardia. 
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i | 1. Tachycardia (Rate ~ 120/min) 2. Rightward axis 
3.Incomplete RBBB 
|----H-HHHeRRÁ 4. Simultaneous T-wave inversions in the inferior and anteroseptal leads 
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ECHO FINDINGS 


* McConnell's Sign: It is defined as a regional pattern of 
right ventricular dysfunction, with akinesia of the mid 
free wall and hyper contractility of the apical wall. 


* enlarged RV, 
°. IVS flattening 


* and the 60/60 sign: a combination of pulmonary 
acceleration time (PAT) less than 60 milliseconds and 
tricuspid regurgitation (TR) jet gradient of less than 60 
mmHg 


LEARNING OUTCOMES 


Outcome: 
* Describe the forms of Immune reconstitution syndrome [IRIS] 


* Formulate a differential diagnosis for the HIV-positive adult 
and child with TB who is clinically deteriorating on TB 
treatment + antiretroviral therapy 


* Outline an assessment and investigation plan for the unstable 
HIV-positive person with TB who is clinically deteriorating 


* Define the role of corticosteroids in managing immune 
reconstitution inflammatory syndrome (IRIS) 
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CLINICAL CASE 
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A 45 year old male presents with worsening cough and dyspnoea. 
His pTB was diagnosis by CXR, Gene Xpert Ultra was negative 
He was started on TB treatment 4 weeks ago [ HRZE]. 
He was also started on TDF/FTC/EFV 4 weeks ago. 
His baseline CD4 count was 15 cells/ml. 6 
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Question 1] 


* What is your differential diagnosis at this stage? 


* How will you assess this patient? 
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CLINICALLY DETERIORATING PTB PATIENT 
AFTER INITIATING HAART 


New condition 
complicating 
TB, e.g. 
bacterial 


Alternative 
diagnosis*, e.g. 
PCP, KS, 


cryptococcosis 


TB disease Immune 


(drug -- reconstitution £z. 
resistance, inflammatory SE 
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ALTERNATIVE DIAGNOSIS 


Infectious etiologies 
Mycobacteria 

Mycobacterium tuberculosis 
Mycobacterium avium complex 
(MAC) 

Other mycobacteria: 
Mycobacterium scrofulaceum, 
Mycobacterium lepre 
Cytomegalovirus 

Herpes viruses 

Herpes zoster virus, Herpes simplex 
virus 

Cryptococcus neoformans, 
Pneumocystis jiroveci pneumonia 
(PCP). Hepatitis B virus, Hepatitis 
C virus, Progressive multifocal 
leukoencephalitis. Parvovirus B19, 
Strongyloides stercoralis infection 
and other parasitic infections. 
Molluscum contagiosum and 
Genital warts Sinusitis. Folliculitis 


Non-infectious etiologies 
Rheumatologic/Autoimmune 
Rheumatoid arthritis, 
Systemic lupus 
erythematosus (SLE) 

Graves disease, Autoimmune 
thyroid disease, 

Sarcoidosis and 
granulomatous reactions, 
Tattoo ink. AIDS-related 
lymphoma, Guillain-Barré 
syndrome (GBS), Interstitial 
lymphoid pneumonitis, 
Myopathy, Radiculopathy. 
Acute porphyria. Non- 
Hodgkin's lymphomas, 
Castleman's disease. Papular 
urticaria. Eosinophilic 
folliculitis. Sweet's 


syndrome, Reiter's syndrome, 


Peyronie's disease 
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DEFINITION OF IRIS 


* Condition seen in some AIDS patients after the initiation of 


PATHOPHYSIOLOGY OF IRIS 


Source: Walker 2015 


Possible 
mechanisms: 


Risk factors: 


ART initiation 


Low CD4 count 
Uncoupling of innate 
and acquired immunity 


Disseminated OI 


Paucity of Immune cell Restoration of 


inflammatory dysfunction exuberant 
response to О! pathogen-specific 
(in CM) cellular immune 


responses 


Innate 

Short duration or immune | 
suboptimal OI responses Defective or delayed 
treatment regulatory responses 


proinflammatory cytokine 


Te 


Signs: focal Signs: systemic 


Localised tissue Symptoms | Systemic 
edema and focal of IRIS inflammatory 


inflammation response 
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TYPES OF IRIS (using TB as example) 


Improvement 
e. _ | 
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Person with TB ART initiation Clinical 
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Person Clinical New TB 
initiates ART deterioration diagnosis 


Source: Richard Lelsle Module 2.9 


DIAGNOSTIC CRITERIA 


Antecedent requirements | Both of the following requirements must be met: 
1. Diagnosis of TB in line with WHO recommendations is made 
before starting ART 
2. A good initial response to TB therapy is observed before the 
patient started on ART 
Clinical criteria The onset of TB-associated IRIS should be within 3 months of 
starting ART with at least one major criterion and two minor criteria: 


Major criteria: 

New/enlarging lymph nodes or other focal tissue enlargement 
New/worsening radiological features 

New/worsening CNS tuberculosis 

New/worsening serositis 


Minor criteria: 

New/worsening constitutional symptoms such as fever 
New/worsening respiratory symptoms such as cough 
New/worsening abdominal pain 

Poor adherence to TB therapy 

Failure of TB therapy due to TB drug resistance 
Another О! or neoplasm 6 


Alternative explanations 
for clinical deterioration 
excluded 


Drug toxicity or drug reaction 
Source: [42] 
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EPIDEMIOLOGY OF PARADOXICAL TB-IRIS 


* Incidence varies by setting (in one meta- 
analysis of 16 studies, pooled incidence of 
paradoxical TB-IRIS was 16%) 


* Hospitalisation frequent but mortality risk in 
published studies relatively low (in same meta- 
analysis, mortality from TB-IRIS was 396) - much 
higher for neurological manifestations 


* Mortality risk in routine practice may be 
underestimated because of challenges of case 
definition and assigning cause of death 


Sources: Muller 2010 
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WHAT ARE THE RISKS FACTORS FOR TB - 
IRIS? 
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RISKS FACTORS FOR TB- IRIS 


A. Low CD44 cell count 


B. Shorter time between initiation of TB treatment and 
initiation of ART \ 


C. Extent of TB disease 
D. High pre-treatment viral load 
E. Clinically advanced immune suppress 


UNIVERSITY 


Paradoxical IRIS 
Evidence from SAPIT trial 


ш Total 
m CD4+ «50 
и С04+ >50 


140 


120 
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Median time to IRIS was 
17 days from ART 

initiation 


80 


60 


IRIS incidence rate (per 100 person years) 


20 


Early integrated arm Late integrated arm 
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PREVENTION OF TB IRIS 


COMMUNITY INDIVIDUAL 
e Screen and treat TB e Screen and exclude TB/OI 


before initiating ART 
* Prevention of TB elf CD4<50 ti for 2 weeks 
* Earlier detection of HIV before ART 
e Earlier initiation of АВТ elf TBM defer ART for 4-8 weeks 
(avoid initiation at low «lf CCM defer ART for 4-6 weeks 
CD4+ counts [ T&T] * Use of Corticosteroids 


[1.5mg/kg/day and wean over 4 weeks]. 


MANAGEMENT OF TB IRIS 


* ART interruption is not recommended, except for 
perhaps in cases with severe, life-threatening 
manifestations (e.g. CNS TB-IRIS) 


* Even in this case, there is no evidence to support ART 
cessation as a management strategy 


“Тһе only evidence-based intervention for paradoxical 
TB-IRIS is oral corticosteroids 


Transition to dolutegravir-based 
regimens 


Will paradoxical IRIS be more common? 


• Some evidence from European cohort studies that 


IRIS (especially TB-IRIS) more common with INSTIs 
than NNRTIs or Pls 


* This observation not supported by evidence from 
RCTs of DTG, but small number of events overall and 


most trials excluded people with more advanced 
disease 


* No specific early warnings reported from national 
roll-out programmes (e.g. Botswana, Brazil) 


Task 3 


Please clerk a patient with suspected IRIS and present your patient to your 
colleague and discuss the following: 


1. What supports or is against your diagnosis for IRIS? [Differential diagnosis] 
2. What were your patients risk factors for IRIS? 

3. What could have been done differently to prevent IRIS in patient? 

4. What is your management for this patient? 

5. What do you think of treating these patients with the steroids? 
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